T he relentless expansion of the worldwide waist (1,2) has led to accelerating rates of glycemic, liver, and heart failure, some cancers, and degenerative joint disease in persons around the globe (3). "Heart failure," a clinical syndrome that until the arrival of the obesity pandemic was typically categorized by cardiac enlargement with sodium and water overload, has become, in the modern era of ubiquitous obesity, a concatenation of multiple chronic conditions (4) that clinically present as a dysfunction of diastolic filling (5) . The physiology of heart failure with preserved ejection fraction is strongly related to central obesity and diabetes (6); the clinical syndrome of heart failure with preserved ejection fraction (colloquially HEFPEF) can be defined by a point system (7) . These operational definitions just hint at the clinical reality: that the phenotype of diastolic heart failure lies at the intersection of obesity (reflecting poor nutrition and associated high dietary sodium content), with type 2 diabetes, hypertension, social stress, and aging (8) .
The modern heart failure patients' internal milieu is unprecedented in evolutionary history.
It is curious that none of the recent reviews of diastolic dysfunction heart failure and its obesity phenotypes discuss an ancient signaling pathway that regulates growth and development central to every aspect of cardiovascular physiology, from apoptosis to Z-discs: the Hippo signaling pathway (Hippo) (9) .
The Hpo gene, which was discovered in the fruit fly, is homologous with the mammalian kinases Mst1 and Mst2 (10) . Hippo regulates downstream levels of Yes Associated Protein (YAP), which interacts with transcriptional regulator TEAD1. Hippo is a highly conserved premetazoan kinase cascade; it possibly developed in response to selective pressure to facilitate communication between unicellular organisms (11) . The nearly simultaneous discovery by 5 laboratories of the gene Hpo (its evocative name Hippo inspired by the overgrowth of the Drosophila eye imaginal disc with cellular disarray resembling the head of a hippopotamus) is reviewed (12,13). Hippo has been shown to regulate cell-to-cell contact, cell death and repair after myocardial infarction, dedifferentiation of cardiomyocytes to fibrocytes, and differentiation of stem cells to cardiomyocytes. It plays a regulatory role in the interaction of glucose and the heart (14) .
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